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I, Neil H. Bander, a citizen of the United States, residing at 2 Hemlock Hills, 
Chappaqua, NY, 10514, hereby declare as follows: 

1 . I am the inventor of the subject matter disclosed and claimed in the above- 
referenced United States Patent Application. 

2. I am familiar with the present claims of the application, which are directed to a 
method of treating, preventing, or delaying development or progression of 
prostate cancer in a subject. 

3. Prior to March 25, 1996, 1 had conceived my invention as described and claimed 
in the above-identified application in this country, a NAFTA country or WTO 
country, and had diligently reduced the invention to practice, as evidenced below. 

4. I submit herewith Exhibits A-L, evidence showing conception of the claimed 
invention prior to the March 25, 1996. 

Prior to March 25, 1996, 1 had conceived of using monoclonal antibodies 
in the treatment of prostate cancer in humans. 

Exhibit A shows an excerpt from a document describing my 
research on antibodies and their use in cancer that I wrote prior to March 
25, 1996. The document dates, dates within the text of the document, and 
the name of the individual to whom the document is addressed, have been 
redacted in the excerpt provided in Exhibit A. The document clearly 
demonstrates that I was actively pursuing monoclonal antibodies for 
clinical use in prostate cancer. 

As indicated in that document, my laboratory had been testing several 
monoclonal antibodies for their ability to bind to live LNCaP cells, a human 
prostate cancer model cell line. Several of the antibodies I had already 
characterized had demonstrated excellent potential, in that they were able to lyse 
LNCaP cells in vitro in the presence of human serum as a source of complement. 
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I had demonstrated that the antibodies localized to prostate cancer and sites of 
metastatic disease (in the lymph nodes and liver). More importantly, I had 
demonstrated that administration of these antibodies to human subjects resulted in 
treatment and prevention of prostate cancer. For example, I demonstrated that 
decreased PSA levels were seen upon administration of these antibodies to human 
subjects, and that there were no signs of relapse seen in these subjects. All of this 
is shown in Exhibit A. Exhibit A does not discuss the specific antibodies of the 
invention. In connection with the work described in Exhibit A, I characterized 
other monoclonal antibodies including the antibodies of the invention. This is 
shown in Exhibits B-L below. 

Exhibit B, is a tag from a mouse cage in my (Dr. Bander's) laboratory 
indicating that mice immunized with LNCaP cells as part of "Fusion E" 
experiments were received, immunized, and given a final booster. Dates on the 
tag have been redacted. The dates show the work was done prior to March 25, 
1996. 

Exhibits C-L discussed below all show pages from notebooks from my 
(Dr. Bander's) laboratory. The date on each of the pages is redacted. Each page 
is dated prior to March 25, 1996. 

Exhibit C is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry shows rosette and cytotoxicity studies of the fusion E 
antibodies including monoclonal antibody E99 (which is an antibody of the 
invention), and demonstrates that monoclonal antibody E99 binds to LNCaP cells, 
a human prostate cancer cell line. 

Exhibit D is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that E99 binds renal tubules very weakly, and 
binds prostate cancer cells strongly. 

Exhibit E is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that E99 binds to benign hyperplastic 
prostate tissue obtained from various human patients. E99 was detected using a 
fluorescein label. 

Exhibit F is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that E99 is an IgG3 class antibody. 

Exhibit G is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that the E99 antibody is capable of lysing 
PSMA-expressing LNCaP cells, but not PSMA-negative PC3 and Dul45 cells. 

Exhibit H is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that E99 binds strongly to prostate cancer 
and benign hyperplastic prostate tissues from human patients, binds normal 
kidney proximal tubules weakly, and does not bind at all to normal liver, lung, 
pancreas, testis, esophagus, uterus, small bowel, stomach, thyroid, or spleen. 
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Exhibit I is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that E99, J415 and J533 (all of which are 
antibodies of the invention) bind kidney proximal tubules and LNCaP prostate 
cancer cells, a human prostate cancer cell line, but do not bind normal colon. 

Exhibit J is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that E99 and J591 (both of which are 
antibodies of the invention) bind kidney proximal tubules and LNCaP prostate 
cancer cells, but do not bind normal colon. 

Exhibit K is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates that the J415, J533, and E99 antibodies bind 
weakly to proximal tubule cells of the normal kidney, and bind benign 
hyperplastic prostate and cancerous prostate tissue from human patients, and that 
the J415 and J533 antibodies do not bind at all to normal liver, small intestine, or 
lung. 

Exhibit L is an entry from a laboratory notebook in my (Dr. Bander's) 
laboratory. This entry demonstrates monoclonal antibodies including E99, J415, 
J533 and J591 bind to prostate cancer tissue from a number of individuals. 

5. Exhibit A demonstrates that I had conceived of using monoclonal antibodies in 
the treatment and prevention of prostate cancer and Exhibits B-L demonstrate that 
antibodies which bind PSMA and recognize benign hyperplastic, and cancerous 
prostate cells from human patients were produced for clinical use in human 
subjects prior to March 25, 1996. In sum, I submit evidence herewith that shows 
conception of the claimed invention prior to March 25, 1996. 

6. Very shortly after March 25, 1996, namely, May 6, 1996, just a little more than 5 
weeks later, the claimed methods were constructively reduced to practice upon 
filing of provisional application 60/016,976 from which the above-identified 
application claims priority. 

7. I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like are punishable by fine or imprisonment, under Title 18 § 
1001 of the United States Code, and that such willful false statements may 
jeopardize the validity of the application or any patent issuing thereon. 
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Particularly when viewed in the context of the advances in the mAb therapy field in general, the 
attributes and strengths of mAbs- are particularly well-suited to the demands of prostate cancer 



therapy: 

1 mAbs can specifically localize to disseminated tumor sites at levels orders of 
magnitude higher than normal tissues. 

? Therapeutic efficacy has been proven in tumor types (e.g., colon cancer and NHL) 
where the clinical setting resembles prostate cancer. 

3 mAbs have a number of potential mechanisms of anti-tumor activity including: 

a. the relative radiosensitivity of PCa provides one potential class of 
cytotoxic agents to specifically deliver to tumor sites by way of mAb. 

b. mAbs can trigger the host's own immune response to tumor. 

4. Prostate cancer metastases are small-volume sites (typically measured in microns or 
mm) ideal for radioisotope or immunotherapy. 

5 The availability of established parameters such as PSA and pathological features 
(e <\, stage, Gleason score, seminal vesicle invasion, positive margins, nodal 
disease, etc.), provide appropriate indications for adjuvant mAb therapy where such 
therapy is likely to be most beneficial. 

6. Last, but not least, is the fact that mAbs are non-toxic. 



We believe that we are well on the way to prove that these advantages are more than just 
theoredcal We have recently completed our mAb Prost 30 biodistribuuon study in 15 pauents with 
Sre cancer. Doses ranged from 1 .0 to 20.0 mg of mAb. Fourteen of the 15 pauents had to 
SSes^« and were evaluable for localization of Prost 30. In all 14 of these cases, including 
fwo w S prior radiation therapy, the prostate was successfully imaged. In two cases patients ! had 
k^own shes of metastatic disease imaged on conventional CT scans: regional lymph nodes (both 
mtients) and liver (1. patient). In these cases, these sites also were successfully imaged with Prost 
30 In fSr cases after resecting the prostate one week after mAb administration, the prostate 
specimens were scanned alongside specimens of blood drawn at the time of the resecuon (see 
S d representative figure). These studies confirmed specific uptake in the prostate at 
Santially higher levels than in the blood, and this uptake persists for more than one week. No 
pauent on the trial had any side effects. 
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Having established the ability of the mAb to localize to disseminated sites of disease more 
Sna and potentially far more important is the observation that two hormone-ref^Qrv 
SS with progressively rising PSAs prior to entry on the imaging tnal responds with 
SStiS (75%) decreases in their PSAs each lasting 10 months after a single 5 mg dose of Prost 
30 None of the other patients on the trial are evaluable for response due to receiving other therapy 
in addition to Prost 30 As the isotope dose used in this biodistribution tnal was too low to explain 
he responses, we believe the responses were due to the mAb triggering an endogenous .anti-tumor 
immune response. Another interesting and provocative observauon is that this tnal included £ 
Svrisk" patients (high PSA ± high Gleason ± high stage) who underwent radical prostatectomy 
plus Prost 30 treatment. None of these patients have demonstrated signs of relapse (either 
metastatic disease or (PSA) failure) with a median follow-up of almost 2 years. 

^^^^^^^^MflHMBMHMMMMflMMBHHHMBB unconjugated ("naked") Prost 30 in a 
^H^^SSSSS^S^S^Kk was to establish the safety of naked antibody-as a 
prelude to an adjuvant trial similar to that already shown effective in colon cancer -- and to provide 
a benchmark with which to compare the results of a radiolabeled mAb trial. Doses range from 



1 05 ma to 5 0 mg - the level at which we saw the responses m the earlier trial. Fifteen weeks 
into this trial we have entered 16 patients. Many of the patients, including some at the lowest dose 
evel have responded with declines in PSA ranging from 25-55%. It is obviously too early to 
discuss duration of response. While this data is exceedingly preliminary, it is certainly provocative, 
particularly as the mAb has no conjugated cytotoxic moiety. 

We have also developed in the laboratory a higher affinity Prost 30 mAb which we have designated 
Prost 130 Prost 130 binds the same antigen as Prost 30, but at a different, and repeated, site It 
is possible that these mAbs (Prost 30 and 130) will be addiuve or synergistic in combination. Two 
othef mAbs we have recently developed, C37 and C219, have demonstrated both prostate 
SDecifidtv (in vitro and in vivo) and the ability to directly lyse LNCaP cells in vitro in the presence 
of human serum as a source of complement. Furthermore, the cytotoxicity of these rnAbs_are^ 



stic when combined in vitro. ^ m, . ■ , > , . , _ - 

these three mAbs (Prost 130, C37 and C219) have been contracted to an FDA-approved 
manufacturer for production of clinical grade material for upcoming trials. 
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